Although the disease is considered autoimmune, the exact mechanism leading to hypocretin cell 5 death is still unclear. Indeed, T1N is strongly associated with alleles encoding the heterodimer 6 DQ0602 haplotype (HLA-DQA1*01:02~DQB1*06:02, 97% vs. 25%) across ethnic groups 5,6 . 7
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examined using LD Score Regression 33 , the shared heritability was largest with type-1 diabetes 1 (T1D) (r g =0.3261 (se=0.1015), p-value = 0.0013).
3
We next examined whether genome wide significant T1N associations are shared with other 4 autoimmune diseases, suggesting shared mechanisms at single loci. Significant associations in 5 T1N were compared with autoimmune disease associations using published studies and GWAS 6 central [37] [38] [39] . Most notably, co-localization of signals using coloc anaysis 40 was found at IL27 7 between T1N and both ankylosing spondylitis (posterior probability [pp] = 0.96) and Crohn's 8 disease (pp=0.93).
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We also discovered strong overlap between T1N and T1D at CTSH pp=0.998 and SIRPG 11 pp=0.999, as well as evidence for partial sharing at IL27 pp=0.71, while signals were independent
12
for P2RY11 (pp=0.02). T1D is also the only autoimmune trait besides narcolepsy where any 13 association was seen near the TRA locus, although the T1D signal (rs7145202, beta = 0.1, p-14 value = 4*10 -6 ) 41 is independent from the narcolepsy signal (r 2 <0.5) and located ~100 kb all cohorts) and with combined vaccination related narcolepsy sample (p-value = 7.96*10 -10 ).
1
( indicate that vaccination related narcolepsy is fundamentally the same disorder as idiopathic T1N. Overlap of risk with cell-type specific chromatin regions. We examined whether associations 4 with narcolepsy were enriched genome-wide on specific enhancer elements using stratified LD 5 score regression on Epigenome Roadmap cell type specific annotations (n=216 cell types) 71 .
6
Partitioned heritability by functional categories enriched in the hematopoietic cell lines 7 ( Supplementary Fig. 2b and 2c, Supplementary Fig 8.) . Consistent with our model, association 0.027). Similarly, the effect of rs1154155 on J24 usage was also similar population cohort (beta = 3 0.33, p-value<0.001). We also confirmed that these effects were cis mediated, and the ratio of Fig. 10 ). The findings suggest that the predisposition to T1N is mediated either 7 by decreasing usage of TRA J28, or by increasing TCR recognition through J24*01, although in 8 this case the effect would be mitigated by decreased expression of this allele.
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Within the TRB region, rs1108955 was the leading variant for TRBV4-2, TRBV3-1 and TRBV2
11
expression (Supplementary Table 6 ). While it has been observed that individual variants can 12 affect multiple target genes 75 , the strongest evidence was seen with TRBV4-2. The leading T1N Fig. 11 ).
17
We finally examined whether usage of specific TRAJ, TRAV, TRBJ or TRBV genes in CD4 + T 
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